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[W*«l] (l) 
Ufci] 




* ( 1 ) 



[11*92] (1) 

Mb 21 




AT, 



Arilt Bt&£fc(2*a&tf>:7i=/Wg£:S 

[000 1] 
[0 0 0 2] 

[t**cftW] 7^-l;W-//tii^ivS-C4 

0<DS#fc3 0 1^57 WW^-^.&f* I St I VI 

7W^-OMlffc5, I VS^LTte, (SiA, 
W»**»*V* (0116, 89. 55-62, 1987 
o Iva7^-tt»Mt'Jbt), 

R-&&-#iit, 36, 839-847, 1991 £ 



2 

[0003] T WW^-CD^T*, #RtfT h fc'-'tt&J® 

^TO'f Kf±, is&mc i vaw*tc»u-cwa 

tfliH7^-Ii^fo^ KicDflfffiKiif <^<S' 
5S:;i/j:^i^5©;& s ^:R-e;fc5. IS7W^-I© 

4-36s#*.e>*t«. -f JJttll7Ww*-Atli 
jfcATtt3*. ^-ft>-C-|±7WX-fo'9, 81 I 

v®*>5v^tt iSi I vSiroil^atfcSot, is 

ftilt&ffil*£ I VSTWl^-<03F-§-a*Bt«?±»f £ 

itMS^frfStoSflias I VST W^-{ci5t«?^$ 

20 [o 0 0 4] ±1Ei" 5 S I Si I VSi^iU'o - 
S, Sli I Vl7WWJf-o^^47^-^ 
.ftUUi, I Sttflc I VSil*lc^LTtat'fe5XT 

ftJW*ttiiiKW*a-^»waUTv^jiv\ lot, 
I Si I VS©S*lctW*^rn-f M±©<ffr£& 

[0 0 0 5] fc*>, I Si I VS©M*tt^'i*^T 
•9. m*.t£. #H¥5- 1 9 4 4 2 4^«lCH*t5 

tr y 5 s^snm*, bp*>> 3fitst;ittoa*jiii 
^fc«*©*fl^*as©*aH-s try 5 ^>nm=f-m 
i , 3ttRt)t5 (fctistt t/w* /w» * a&-r 5 4 ffi fc t 

K a * £ Wt- 5 7 ^ i it* bffitfL 3 ft* 
4fe, *f±, <&ffl¥- 5-1 9 44 2 4 -§-<^#lcM^-t-5ff 

«^co^k*^S<Da^-r5'?7v'^S^ J f-ffli, 3 {4 
5 ffiKfiiRT/i'*A'KS:«*i-« 4 fittc t Kn * 
40 /vSSr^-TS 7 1 -^S i d^flljft $ tbS-fbfrtt* i* 

[0006] u^uijjsp,, iitivit©s^i, 

ifctt I VS7 U^^-(Df^^^^^7 

»C*5^T, ft P U J.o*$sfeteii^ffj&& 

so [000 7] 
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i&w&m&lx o ti-zwkm] *%m\±. ±.w.<Dwm 

o I MT wu^r-SO 5 1 VST wv3r-©3££tc*t L 
[00 0 8] 

(i) ^^Hs^^^asarflsstf-eottS:^ ::© 

[0 0 0 9] -ftefr-b. *&w<o%i%LMk&tote. -« 
a: (i) 
Hk3] 




* ( i > 



At, 

(^•f, A rite, amX«*«#K0 7ai=yvSSr*t> 
R2f4> ■e^T/V^r/V'S^^^-r) T*^$*uS!7 7v'A' 

[0 0 10] _hf5©— (1) 177 vVW 

Hi, 3, 5— -^T/W^/V— 4-fc Kd^-7i=/W 

[ooi i ] at^^7v-/waro3^©^js:^^«^-r 

fttcfi, T-tvpS, if/vl, 7*nf^S, 
i s o-yot>I, i s o-7*fvw-g, s e c -7*^ 
A-g, Stft e r t -7*7vug#^ff hfh. ^TVl^ri 5 
J:!>#*LV\, ^y-^St. HulEtO^T/Wdr/wSi 

[0012] &<> : 7is/\'m<Difo<vmmm*^mWi-t-z> 

fctettr/v-^/v-S, fi»7;V3*v'l > til^pyyg 



4 

xi P -ffi©Mtu*»*tt*k:a-sJ c t So p -fate 

tfcli^ftK«07A'^l'S^L<, {aR7/Vnaf 

jR3R«ci~4fi©ifi:«ttSfcf±»tt«*i©r^ 

10013] S3, 5— 77/V^/l'-4-t Ko 

^rv--7^-/V-SS:^^;i-5ST/V'=5f/wS R2 twjof 

tt, f&mr^^mta. «**i~4«oia«*t* 

/Df/H^ -/f-Ar^ i SO-7°Pt° 

;H, i s o-T^VS, s e c -^f^i, t e 

20 i?£f*L<, t e r t -7*^V^3Et-»^ U\ 

[0 0 14] ;£^IK<D'?7v'/^^f£tC:fc><^-t\ K?7 
V/Vfl*^ SrWRtt tt 5 . 3 ftrR Xf 1 ffi © glftJ^ fcS 
H^ttS^yV/^fi^ai^ 3, 6-^7^- 

iLT > S3, 5-v ? T/W= 3 f-/V-4-t Kd*v'-7i 

/wasrswu ^7v-/w^©ie:©^iff^-^s«i-rs 

so |^SA ri(C17^=/l'SXt4p-'f5L»C^^/WS, 7 h=*- 
ft it 7 y m 4 ^ a> L fc 7 1 - yvS Sr S iR 
■*-«fl:-a-«b©#k:*»J**ba. 6-TS7-5- (3, 
5 — 'y-yf-iv— 4 — t Kp^->7x=/w) #/U/tf=ir->T 
5 K— 3 — ^ ^/w- 1 -7i-;i")7y/K 6-75/ 
-5- (3, 5-v ? 7*^/U-4-t Ko*'>7i^V) 
^7/V-7n>->T 5 K— 1 — (4-7;^d7i^) -3 
-^f/V>7->/W 6-757-5- (3, 5 -v^^ 
/P- 4 - t Kd^v/71^) ^7/UTjfdf-VT 5 K— 3 - 
^-tvW-I- (4— ^f/U7x=^) ^v'/K 6-T 

40 5 /-5- (3, 5 -v*7*^vi"-4-fc Kd^->7i = 
/Vx) *;v#4f->7 5 K— 1 - (4-^ hdr->7^=/U) 
-3-/^77^ 6-757-5- ( 3 , 5 - v 5 
7*^/u-4-t Yxj*c-/7 3l~)\>) 7J/w*>v'T5 K— 
l-7i=^-3-7"Q^77v'/K 6-757-3 
-sO-^/U- 5 - (3, 5 - v ? 7*^/u- 4 - t Kd^-> 
7^=/U) TJ^^^rv-7 5 K— 1 —7x=-/V^7 

© 1 Hfc©a*|l^tI*t5ttaA r !»d 7 1 =/HS: 
jWR-f-*i$feH#*U<. tS-7 7^^©3ffi 

so ©Sl*JDS-T-»cB»'fS»EaRifc^^A'SS:a«-*-ai: 



t#M¥8-27121 



(4) 



[0015] *«MO±Ei-5-jttSC ( 1 ) X'^-rU 

*«fetJ:9, f * 7 -^so i tot^ig^ catt 

Ari *»5>«fifc$Ji5TflE-t-5-«S: 
(2) T*«Wy->7*-F^M!RtU 3f£S 
V 1 teW^^t-SSiSr^-rS * 7 vvwSI U 
3, KP*->-g|-fKi:7 5 

[00161 illg [frUTRaMfrOSMl] *io 

A r i-N=C=0 
(SCR Arilt ±8EO-»a: (1) inta6«r*fc 
1") 3K 
R r NH 2 

(5S«K Ri»4, ±aao-«a (i) t^es^s*? 

i-) ★ 

o 
II 

A r.-NH-C-NH-Ri 



t-jftsc (2) tswym-ht, TIE-t-5-« 

St (3) T*«*p-TKSRi A^M^tv5f-ft7 5y 
i£SO£:£-tt\ (4) tSfct^i^TB 

4" T*K^ £ * -5 # ig L T V * -5 o 
[0 0 1 7] 
Hfc4] 



* Hfc5] 



★ Hk6] 



« (2) 



53S (3) 



3* ( 4 ) 



Ari, Ritt. ±IB«0-^ (1) t m C££ 20 
[00181I2IS [^i'/HlOJlW] 

WIE©-«3*; (4) x-$tt>1rv urmmmz^r /mm 

Zk\z£<0 , TEi-5-«SC (5) 

Hfc7] 




S < 5 ) 



Ar, 

(5$<K Ari. Ri»±, ±lEcD-j&5t (1) 
[0019] g£ 3 Ii [^5->/WSro5^(OT5: / 

-«* (5) -e**3i-6-T5 / 9?*sA>mm»K.wm ' « 

(6) 6-^7-5/ *7 &<vHMH* 

Hfcs] 



o 




A ( 6 ) 



Ar, 



(St*, Ari, Rifi, ±IEK>— (1) tlWlCSSr 
[0 0 2 0] = f a y-fkSJESfi, *fci?<E>*gJ&£JBV\ 

[0 0 2 1] 1411 [^7v-^W5ffilcBm-r5 
7?yl©7->/Ht] 

3, 5 — v J T/U^r/V'— 4 — t Kn ^-7i= A 
r 2 ^"bftS Ar 2 -COOH T'^t>i"^/i'^>'®!i: 
«[^*=/nteifSrRJS:**, *+J&-f5 Ar 2 -COC 
1 Tlfctl^o!) KSrWtH-f-5. -J&sS (6) t?* 

!?7->;l'S©5tt075 ;S©W7->/i' 

^ut*5, — (i) xmio-r^mn'pyiy/um 

[0 0 2 2] mifE-t-ST-WHtOK^tt, f£&* p y K 
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[0 0 2 3] **J, ±E^-**lia~JB4Xafc5fi^ 

5-*©xe»c«^w»*tt5-«a: (i) -esfr-r* 

5 ^RafflsJCJoV^-Cttv tt£ Ari, Ri, 

«v\ nrnftm*^* b^Rmm at U Ri> 

[0 0 2 4] ±!M"5Si2XfS~:gS3Xfgfwj£-< 

s-jg©xetttv^»*Hs, -jr* (6) x-mt>-t 

[0025] ( MBM) 

5. 6-^7-: /- 1 -7a=»-3-^W7-> 

fttU jB2Xan«v^7">/HISrJ»J*L.fc. N-* 
5vK N' --7*.~>\<mM 30g (0.2 M) tv-7/Sti 
18. 8g (0.22 M)£ 400 ml ©*«*i*ftK*fc:«fl¥U 
80 *C-C2l^M*PSR-t-5. *«taf*K»SriftEe*bfc 
ffe, 7k 200 ml Sr7JP^T. Tk^-T^o 2N Na 

OHTk^ffi 220 ml $r7JP;L, 2 P#IHHl«i«:lR»*fc. *ftU 

Sr. 7ki5fe, * * / S£IU6-7?/-3 
->f/V-l-7s=/V|77^33g Srffc. N-y 
f-fi^, N' -7^=/^^(C^-T5ltX*fi 76 % T-fe 

[0 0 2 6] #fcixfc6-TS S-Z-tf-A'- 1-7 
x.^iWJ'Sfr 24 g (0.11 MltNaOH 2. 8 g (70 m 

m) sr no mi (DMzMt^tdmc rn.mn.-i- h>) 

Km®. (9.5 g / 80 ml) £}®TLfc„ 0°CT*gfc 
m 13 ml SrjfSTUTJB^T, gffifcS Lfc& s 2NrPQ9t 

-5-= hoy-1 -7i=;v'77v'^ 27g 
fco 6-T5 / 1 -7i-;V7 7y/HC 

*H-5HX3M± 99 % -Cfco/to 
[00 2 7] r06-75/-3-^f/U-5-=hP 
y-l-7i=/V77->* 0.25 g<h5% Pd/C 20 mg 
Sr^^/-^ 50 ml {C7JPX., 7k^7y^.@^L-2. 5^F 

; -/v*mtt%t 5, 6-y7?;-3-^f/i'-i 

-7x=;i'-^7->;l' 0.2g riqfibixfco 6-7?/- 
3 -/^-/U- 5 — = h ni y - 1 -7x=/H7 7'>M:*f 
-T5l|X*(i 86 % T'fcofc, 
[00 2 8] ±iEi"5#%0iJ©^iCi!pCT, M 

(7) -c-^-rs, 6 -v>r 5 y ?7-> 



8 

5^4Igl:it50i5SJLV\ 
[0 0 2 9] fc*5, *«WIC*SV^T, S^WUif* 

££*t51fci: L"C, jftittt, flOMfL BHML 

p- h/vaiv^^^^^if5r0>J^t?#5. Sfc* f£ 
10 7 7y^^*fc-&fel-, 7i/-;Ht»tF^>> 
*©t- h y "7 Afi^tt* y 

[0 0 3 0] TE-MVSJTWW^-. MII7^ 
*5V^T, IIMIVIC7 WW^-«7;t&#^I 

mcoT u/vif-xit I *S t ivS©il'p'S7 wv^f — lc 
MUX, WflifcTWl^-£&©f&*SIfcffl^S;:i:tf 

e^S^Wfr.^^ (GVHD) 4J?C7W^-tt 
^7D-( Kft^fetifoSOt?, *xn-Y Klc*MT 

[0031] ±e-*-a— ««; (1) -c*«^$tis*^0j 
5Btf±. ii^TJ^-tr/w^), am. mmrn. mum* « 

40 (&-vy=h-/K fL«. f^/ufcif) , WSS>) (77 
n y Kv, t Ko*y7'Dt>t/WP-^)t^} , mm 

if) , «3B<b?M. pHW«JB*^©««lfflj«»*5ttffl$ 
[0 0 3 2] *%K© -7 7 >'/wfl*«:{t-g-#9©.it#^© 
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Ti-ioo mg/kg m&fcm&t «tl\ 

[0 0 3 3] EAT, *lfc«fcJ:9*38W^9 9^vR* 
[0 0 3 4] 

[ JOfcW 1 1 

6 — T ^ / - 5 - (3.5-^f/V"4-l:Kp^v- 

4-k Ko*V-3, 5-S?^A*A*afc 12. 5g (50 
mM) 80ml fc«W<S*S 0 r <E>#Sil£k:, 

^n/Hk^J SOC 12 10 ml §:^np^/VA20 ml Id 
»»S*fc8Sr«TU 3«rWa«fEJP«l'i-5o *<o«L 
Ke*« J: 5 8tt^ o b Sr«Eiit 5 i , 4- 

[0 0 3 5] ±|Ei-5#%«lc«l^W»S^5 5, 6- 
$?T5 /-3-^A'- 1 -7i^-!)7^ 0.24g 
(1 mM) & 15 ml (O^up^VAI^L, fcfy^V 

1 mlSrJPxSo -Ottfc, 0°C^iPT, 4-kKo^> 
— 3, K 0. 4g (1.5 mM) 

tc^fitcpL, 2«?iwaiisffiJnfR-t-5o ^^m> R««f« 

-4-t Kp^v/7x^) ^/VtJ^v'T^ 

fttt 0.3g T% 5, 6--S*TS /- 3-^^/1— 1 -7 
^ - /V- r> ^ V/W^-T 7 9%T*fcofc 0 

[0 0 3 6] !H-NMR(DMS0-d 6 ) 5 ppm ; 1.42(18H,s ; 

2 X t^Bu ), 3. 15(3H, s ; N-CH3 ), 5. 90(2H, brs ; -NH 
2 ), 7.33-7. 75 (8H, m ; -Cg^- + N-C^ ), 8. 79 (1H, 
brs; -NH-C0- ) 

Mass (m/z) : 464 (M+) 
[0 0 3 7] 

mmm2] 

7-5- (3. 5-^^/^-4-b: Kp»'> 

7 m^/U) #/l^>->T^ K— 1 - (4-7/^P7x 

N ' - (4-7;^p7x=/H S^^tU >T 
T ^ 7 — 3-y^-/i— 1 - (4-y/^uy^=L/u) - 

!>7^mthy^^fflv^ ?7^«©5 

5,6-^7;/-l - (4-7;Vto7i 



(6) 

[0 0 3 8] 5,6-^7^y-3-^f/U-l-7x 
^!)7^;H:ftit5, 6-^7 5 /- 1 - (4-7 

lC0^^2pCT4-t: KP^r^-3, 5-S?:/?7i"< 

5- (3, 5-i/^-4-t Kp^7x^) # 
/I/^^v/T^ K— 1 - (4-7^tP7x^;l/) -3- 

10 ^^^9^T»*>5ri:*5fl|B$^fc 0 mm 7 1 

%) 

[0 0 3 9] iH-NMR^DCla) 5 ppm ; 1.41(18H, s ; 2 
X tzBu ), 3. 15(3H,s ; N-CH3 ), 6.03(2H,brs ; -NH2 

), 7. 37-7. 41 (4H, m ; N-C^ ), 7.73(2H, s ; -C6H2" 

), 8. 75 (1H, brs ; -NH-C0- ) 
Mass (m/z) :482 (M+) 

[0 0 4 0] 

6 - 7-: 7 - 5 - (3, 5-^^-4-1: Kp^-> 
20 y^^/U) U;vtiZ*i/T g K-3-7^A— 1 - (4- 
^f;W7xr:;l/) 7 7WV 

±1E^5#%WC*DT, fJ64-^f/V7x^y 
N* - (4-^^/V^^^) U ^>7 7 

5/ — 1— (4-^^/^^31^/V) - 3 — ^ ^fr^yi/ 

5, 6-^7*^7-1- (4-^f/U7x^) - 
30 3 - ^ ^vi/ * 9 vvwSrPliK U^Co 

[0 04 1 ] 5, 6 - i?7 5 7- 3 — *^7U— 1 -37^ 

^^7^:1^X5, 6-^7^ 7 - 1 - (4 -y 

^y^^/v) -3-^f/V!>7^S:ffli/\ HiS^Jl 
(DWi¥E\^CX 4- t Kp*v'-3, 5 - ZSy^/U^ls 

Lfco rofeMfett* TIE-T^iH-NMR^^^ h^StfK 

@Wft^6-7^;/-5 
- (3, 5-^f^-4-fc KP^ri/^x^/l') 
^>y7; K-3-y^vi-- 1 - (4 -T^/i^^n- 
40 /v) ?7^-efc5wias»BShfc. OK* 7 1%) 

[0 0 4 2] ^H-NMR(CDCl3) 5 ppm ; 1.46Q8H, s ; 2 

X tzBu ), 2. 39(3H, s ; N-C6H4-CH3 ), 3. 15(3H, s ; 
N-CH3 ), 5. 87 (2H, brs ; -NH 2 ), 7.29(4H,dd ; N-C^ 

), 7.73(2H, s ; -C 6 H 2 - ), 8. 75 (1H, brs ; -NH~C0- ) 
Mass (m/z) :478 (M+-) 

[0 0 4 3] 

[^Jfe^j4] 

6- T ^ 7-5- (3.5-^f/l-4-bKP^ 
y*.~;v) ijfV^-yTX K- 1 - (4-n^7x 

so — 3 — 7 *f-!\o *y y is /I* 
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y i/7 £ 7 f;V7 S >- <t 9 PIS $ *L5 N - 7 ^A", 
N' - (4-7 hdri/7xn/v) S*SrU!(»i: U 

X ^ 7 — 1 — (4-7 h^>7m^/iO -3-7^/1^ 

tuLT, 5,6-^X^7-1- (4-7 h^>7^~ 

/v) -3-^^^5^SrW»Ufco 
[0044] 5, 6-v^X^ 7-3-7^/1— 1 -7m 

^^7^:^X1X5, 6-y7; / - 1 - (4-7 
h^rv^mn/w) -3-^/^r>5:ffll\ H1609 
1 <D*f^tC*tT4- t Ko*^-3, S-v^T^/l^ 

5- (3, 5—^^-4-t: KP^i/7xn;u) # 
/v#>V7^K-l- (4-^b^>7x^) -3- 

%) 

[0 0 4 5] ^-NMRCCDCls) 6 ppm ; 1.47(18H, s ; 2 
X t-Bu ), 3. 39(3H, s ; N-CH3 ), 3. 87 (3H, s ; 0-CH 
3 ), 5. 33(2H,brs ; -NH 2 )» 5.63(lH,s ; -QH ), 7.16 
(4H,dd; N-C6H4 ). 7.72(2H, s ; -C 6 H 2 - ). 7. 92 (lH.br 
s ; -NH-CO- ) 
Mass (m/z) : 494 (M+) 

[0 0 4 6] 

6 - X 5 7-5- (3.5-^f;^4-bKP^r'> 
7x^/V) fl/W^VX 5 K — 1 -7x^/V- 3 -^p 

±E-f 5##«»c!Ht-c, wy^7y»7i^i 

7"* fcVPT^^J: tJpSS^^SN-^ntVK N' -7 
3:=/HR**rllK»i: U ^7/ftKiSiS5ii:^7^ 
15:Mtfeo »&tl56"75/-l-7xn/U- 3 
-^o tr;H>7^SriES»t h y •> ASrffi^T, *7 
->;v»(D5ftl^hnys^AU JElcn h o y££ 
*§g#*T*il7t;LT, 5, 6-^X5 7- 1 -7m~/W 

[0 04 7] 5, 6-v>X5 7-3-7^/1— 1 -7m 
=/W*7 v-/Mc&;iT 5, 6-v7; 7- 1 -7m~/U 

-3-7 p czt°/we7 9v'/i,s:ffiv\ ^iMi^am^i: 

T4-t KD^rv^-3, 5-i^:/^/V^^;/>f/l^D y 

J&^fi, Tiet^H-NMR*^ h/WXtfRft##r:*'<* 
hA*-**.. lftft^»06-7SV-5- (3,5- 

i/T^/W- 4 - 1: Kn^->7x^) ^/i^ ^rV7 5 K 

- 1 -7m^/u-3-:/cz bVv?7V;K*fo5Ii:« 

BSttfc. OK* 8 6%) 
[0 0 4 8] 1 H-NMR(DMS0-d6) 6 ppm ; 0. 85(3H,t ; - 
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CH2-CH2-CH3 ), 1.42(l8H,s ; 2 XtzBu ), 1.55(2H,m 
; -CH2-CH2-CH3 ), 3. 73(2H,m ; -CH2-CH2-CH3 ), 5.8 

8(2H, s ; -NH 2 ), 7. 33-7. 74(7H,m ; N-C6H5 + -C6U2" 
), 8. 79(lH,brs ; -NH-CO- ) 

Mass (m/z) : 492 (M+) 
[0 0 4 9] 

6 -T ^7-3 -s<l/^s;\s- 5 - ( 3 . 5 - v?7^/v- 

±&-rz>&*sm\z&cx. fwy^77»7x^;wt 

^7^7^ >-£ 9WMSix5N-^ <>-vvK N' -7 
x^;«OTi:U ^7;Si^5JS^^7^ 
IgSr^Ufco #feti5 6-7Sy-3-' <7^-l 

-7x^/i/?7>';^iaethy ^ast/b^t, *7 
**#*-e»5ELT* 3-^0-^-5,6-^x^7 

- 1 -7m ~/v ^ vvvSrp© U/c 0 
[00 5 0] 5,6-v ? 7^/-3-^f;V-l-7x 
7 3 - ^7 i/;v- 5, 6 — *?T 5 7 

-l-7x^-)7V/V^l\ 1 <0*f^»rJp t 

T4-t Kp^-3, 5 -v^T^/V^ /v* n y 

|*«tt\ TIE-T^iH-NMR^^^ F/v&tm*##r*^ 

h/W§:^^, @Wft^6-7^y-3 ^7^- 

5- (3,5-v 3 7 , f^-4-tFD^rV7x^) # 

/Wtf^VXS K- 1 -7x=/^7V'W*5: b&$& 

mztitco mm 9 9%) 

[0 0 5 1 ] 1 H-NMR(DMS0-d 6 ) 6 ppm ; 1.4l(18H, s ; 
2 X t-Bu ), 4. 97 (2H, s ; -CH 2 -C 6 H 5 ), 6.01(2H, s ; 
-NH 2 >> 7. 29-7. 75(13H,m ; -CH 2 -C 6 H 5 + -C 6 H 2 - + N-C 
6H5 ), 8.84(lH,brs ; -NH-CO- ) 

Mass (m/z) : 540(M+m^ 44bjSttl-H*t*5llJfi«*: 
[0 0 5 2] 

mv.\+9 »j vg7 w^ - t»ta»Maa 

ffl»*Sr^r-t-5ri:SrttBEi-5a«J-e, IVi7W^ 
-<D^ef/K^5Sftt^ y/v^SSX wu^-EJSSrW 

[0 0 5 3] 6m^mVkl CRTfi-rVXCD 

m^m^i^. 7% mte? y/uaiTizb^mm 0.1 

ml *rttM[«±&lcJ&#LTI«f^-rs 0 19M3L 1% 
mtt°? V/W*}) --71fomi& 5 M l <5o?r, £^ 

ft<Ote»^HSr, 0. 5% CMC-Na^?SlC®®UT, tt 



(7) 



10 



20 



30 



40 



(8) 



13 

[005 4] ftME-f 2 4 NFMftiS«P©feS^© 

S¥tUT, 0. 5% CMC-Na^?g(0^$rSPS-^-r5{@ 



1 0 0%t U ff$4URraffl^J8tt&#Ur*tfc*li 
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* [0 0 5 5] * 1 fc*-t1S*J: 0 . *3gl^CD<7 7vvl^ 

[0 0 5 6] 
[*1] 



* 10 

&4-*(mg/k g) 
1 0 



mmm 3 



H: 



10 0 
3 
1 0 
1 0 
10 0 
1 0 
1 0 
10 0 

mm,m 6 <r>\\^m i o 

•fUY^a^ 10 

[0 0 5 7] 
[3MJ8] 

4 8 jgffl p c AgflstoH-aanwaiiB, 

*^ve*»5PCASlS;Sr«i#J-t-5Sft*Sr, TEi"5* 

[0 0 5 8] mm^m) 8 il^4H±W i s tar|7 
y h»1T8i55tTtC5 OfgfCifrSRL/iDNP-A scar 
i sftjfMft 6 4 fg) 0.1 ml <5o£ 2 ttgfffc 

&g-T5„ fc&<D4 S&fm&Mmz.. DNP-Asca 
r i s*t® 1 mg £r^t?0. 5% ^/^V^^W-^fS 
1 ml ££f»J:9iS:-<?-U PCARJCSr«®1-5. 

jBuK©3o»«ic»jiiia5E**» ^©flftcs-r^wn 
«m Lfcfe^ft^sij^-rso ttftftfttto. 5% 

OIC-Na»»fc»»Ur, BlfJEOfflSSrSKieao^lWlC *4o [$2] 

ttKftft M(mg/kg) 
3 



(%) 

5 4 
1 

3 8 
1 6 
3 3 
1 8 

3 5 
1 9 

8 

4 3 



7 7 

[00 5 9] i: LT\ 0 . 5 % CMC-Na|gji$<£>^ 

Lfcfe**#*«>l*«:«ifM*l 0 0%i U BulE#^a 
t^bt/^Sr«JM*0%t^UX, ^tft^fftWltiV 

ef-ttr* 2 {c^-r 0 

[00 6 0] * 2 K^HiiS* J: 9 , j£%m<» -7 =7 *sj\>m 
mmtP CAKJS:Sr«l*J-r5^l*iSrWi-5 £ i^JS. 

'> 4 i *k *J lr > T » itm b# 5 «IS<J«J*^ A h ft s r 
[00 6 1] 



3 0 



h7=7^ h 10 0 

[0 0 6 2] ±IE-T5IVMT U/^-©^K-fc5 

■C*»5PCAK«Sr«liWi-5S*JftS:«JIE-f"*K*«>fi* 



«HM* (%) 

3 3 

4 9 

6 6 



ftHfl ¥8-27 121 
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t\ X»*Lfc*tft3lES:SBI£Ufc. *Jfc0fl 1 Oft*** 

[0064] 
[Hlfe09 1 o ] 
MUM 

[0 0 6 5] 
[«3] 

1 0 0m g 
3 0m g 

t Ko^'^a tVu^^/Hr/wn— x 2mg 
*!)xf ky^!J3-;U6 00 0 0.5mg 

2 0 0mg 

^7C£V> I SOT WW^-Xfi I MirlVScOig-a-^ 
#5»«>t-»?&±#! (GVHD) fciffOTWWdf-tfeK 



(GVHD) *^orwA'^-tt«ASrt«ifW, 

[0 0 6 3] 

immm 9 ] 

0. 5% CMC-Naitflfci^iSLT, /B* 1,00 mg/kg £ 
19 10, 2fflMlCfefcoT«!ttLfcQS-5-Lfc. 



[0 0 6 6] 



(51) Int. CI. 6 MUSIJIB-& itrtSS#-§- FI S««S%«0f 

A6 1K 31/505 ADA 

(72)36PJ§# f£0 ttH (72)|gPJ# i&jSf 

J$X!*Ffflrfj|lf'iSHTgl7#35^§- fleSt #3E*FfflitT*rt&?SHTBl7#35-§- 

<72)«9!# /NR 

«SJ)HFHm«r*»HTBi7#35* tt^C 
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L1 ANSWER 1 OF 1 WPIDS COPYRIGHT 2005 THE THOMSON CORP on STN 
AN 1996-141924 [15] WPIDS Full -text 
DNC C1 996-044684 

Tl Novel anti-allergic uracil derivs. - useful as alternatives to steroidal 

drugs. 
DC B02 

PA (NIHA) JAPAN ENERGY CORP 
CYC 1 

PI JP 08027121 A 19960130 (199615)* 9 C07D239-54 <— 

ADT JP 08027121 A JP 1994-187934 19940719 
PRAI JP 1994-187934 19940719 
IC I CM C07D239-54 
ICS A61K031-505 
AB JP 08027121 A UPAB: 19960417 

Uracil derivs. of formula (I) and their salts are new. Ar1 = opt. substd. Ph: R1 = lower alkyl 
or benzyl; R2 = lower alkyl. 

An isocyanate Ar1-N=C=0 is condensed with an amine R1-NH2 to give a urea, which is reacted 
with cyanoacetic acid to give a 6-aminouraci I der ivative Nitrosation at the 6-position fol lowed 
by its reduction gives a 5, 6-diaminouraci I. which is selectively acylated with activated 
3, 5-dialkyl-4-hydroxybenzoic acid derivative (e.g. acyl chloride) to give (I). 
USE - (I) are useful as anti-allergic drugs (claimed). 

ADVANTAGE - (I) is active against not only type I but also type IV. it is a good alternative 
to steroidal drugs. Dwg. 0/0 
FS CP I 

FA AB: Gl: DCN 

MC CP I: B07-D12: B14-G02A 
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L2 ANSWER 1 OF 1 CA COPYRIGHT 2005 ACS on STN 
AN 124:317200 CA Ful I -text 
ED Entered STN: 29 May 1996 

Tl Preparation and formulation of uracil derivatives as allergy inhibitors 
IN Isobe, Yoshiaki: Katagiri, Toshimasa: Umezawa, Junko; Goto, Juzo: Sato, 

Hideharu: Obara. Ikuhiro 
PA Japan Ena j i i Kk, Japan 
SO Jpn. Kokai Tokkyo Koho, 9 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
IC I CM C07D239-54 

ICS A61K031-505 



CC 28-16 (Heterocyclic Compounds (More Than One Hetero Atom)) 

Section cross-reference (s) : 1, 63 
FAN. CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 08027121 A2 19960130 JP 1994-187934 19940719 <— 

PRAI JP 1994-187934 19940719 

CLASS 

PATENT NO. CLASS PATENT FAMILY CLASSIFICATION CODES 



JP 08027121 I CM C07D239-54 

ICS A61K031-505 
OS MARPAT 124:317200 
Gl 




AB The title compds. I [Ar = (un) substituted phenyl; R1 = alky I, etc. ; R2 = alky I] are claimed. 

I [R1 = methyl ; R2 = butyl ; Ar = phenyl] (II) (preparation given) at 10 mg/kg gave 54% inhibition 
of picryl ch I or ide- induced allergy in mice, vs. 77% inhibition by prednisolone at 10 mg/kg. 

II at 30 mg/kg gave 49% inhibition of the passive cutaneous anaphylaxis in rats, vs. 66% 
inhibition by t rani last at 100 mg/kg. 

ST uracil prepn allergy inhibitor 
IT A I lergy inhibitors 

(preparation of uracil derivs. as allergy inhibitors) 
I T 1 76370-44-8P 1 76370-45-9P 1 76370-46-0P 1 76370-47-1 P 1 76370-48-2P 
176370-49-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study): PREP (Preparation); USES (Uses) 
(preparation of uracil derivs. as allergy inhibitors) 
IT 74-89-5, Methyl amine, reactions 100-46-9, Benzyl amine, reactions 

103-71-9, Phenyl isocyanate, reactions 107-10-8, Propylamine, reactions 
372-09-8, Cyanoacetic acid 622-58-2, 4-Methy I phenyl isocyanate 
1195-45-5, 4-Fluorophenyl isocyanate 5416-93-3, 4-Methoxypheny I 
i socyanate 25058-05-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of uracil derivs. as allergy inhibitors) 
IT 772-55-4P 1007-36-9P, N-Methy I -N' -phenyl urea 1467-21-6P 1932-38-3P 
1 9369-30-3P 1 967 7-96-4P 1 9873-46-2P 21 260-49-1 P 422 1 2-1 9-1 P, 
6-Amino-3-methyl-1-phenyluraci I 50786-93-1 P 53681 -52-0P 72702-75-1 P 
76562-56-6P 76562-58-8P 76562-66-8P 1 1 7740-75-7P 1 76370-50-6P 
1 76370-51 -7P 1 76370-52-8P 1 76370-53-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of uracil derivs. as allergy inhibitors) 
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